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Comparison of response to 2-years’ growth
hormone treatment in children with isolated
growth hormone deficiency, born small for
gestational age, idiopathic short stature, or
multiple pituitary hormone deficiency: combined
results from two large observational studies
Peter A Lee1*, Lars Sävendahl2, Isabelle Oliver3, Maithé Tauber3, Oliver Blankenstein4, Judith Ross5,
Marta Snajderova6, Viatcheslav Rakov7, Birgitte Tønnes Pedersen8 and Henrik Thybo Christesen9

Abstract
Background: Few studies have compared the response to growth hormone (GH) treatment between indications
such as isolated growth hormone deficiency (IGHD), born small for gestational age (SGA), idiopathic short stature
(ISS), and multiple pituitary hormone deficiency (MPHD). The aim of this analysis of data, collected from two large
ongoing observational outcome studies, was to evaluate growth and insulin-like growth factor-I (IGF-I) response
data for children of short stature with IGHD, MPHD, SGA, or ISS following two years of treatment with the
recombinant GH product NorditropinW (Novo Nordisk A/S, Bagsværd, Denmark).
Methods: Analysis of auxologic data from two ongoing prospective observational studies, NordiNetW International
Outcomes Study (NordiNetW IOS) and NovoNetW/American NorditropinW Studies: Web-enabled Research (ANSWER)
ProgramW.
Results: 4,582 children aged <18 years were included: IGHD, n = 3,298; SGA, n = 678; ISS, n = 334; and MPHD,
n = 272. After two years’ GH treatment, change in height standard deviation score (SDS) was +1.03 in SGA and
+0.84 in ISS vs. +0.97 in IGHD (p = 0.047; p < 0.001 vs. IGHD, respectively). Height gain was comparable between
IGHD and MPHD. In pre-pubertal children vs. total population, height SDS change after two years was: IGHD, +1.24
vs. +0.97; SGA, +1.17 vs. +1.03; ISS, +1.04 vs. +0.84; and MPHD, +1.16 vs. +0.99 (all p < 0.001).
Conclusions: After two years’ GH treatment, change in height SDS was greater in SGA and less in ISS, compared
with IGHD; the discrepancy in responses may be due to the disease nature or confounders (i.e. age). Height SDS
increase was greatest in pre-pubertal children, supporting early treatment initiation to optimize growth outcomes.
Keywords: Isolated growth hormone deficiency, Small for gestational age, Multiple pituitary hormone deficiency,
Idiopathic short stature, Puberty, NorditropinW
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Background
Growth hormone (GH) treatment is approved for treatment of short stature in a number of childhood diagnoses, such as isolated growth hormone deficiency (IGHD)
and multiple pituitary hormone deficiency (MPHD).
There are other childhood indications, which are not
associated with a deficiency of endogenous growth hormone that can be improved by GH treatment, for instance, born small for gestational age (SGA) and
idiopathic short stature (ISS) [1,2]. Growth hormone
treatment has been shown to increase final adult height
in each of these patient populations [3-12]. Moreover, in
patients with IGHD, total gain in height SDS was
reported to correlate significantly with pre-pubertal gain
in height SDS, with younger age at treatment start being
a significant predictor of greater treatment response
[13,14].
Few studies have directly compared the growth
response to GH treatment according to diagnosis
and pubertal stage. Some studies suggest that prepubertal children with ISS experience less gain in
height with GH treatment than short children with
growth hormone deficiency [15,16]. The growth response has, however, not been compared in large,
observational real-life studies across indications and
pubertal stage.
Treatment outcomes that can be achieved in daily
clinical practice may differ widely from the more controlled setting of randomized trials; therefore, postmarketing surveillance studies are required to generate
data from large cohorts about the efficacy (and/or
safety) of an intervention in the real-world clinical
setting, which may then be used to inform changes in
indications. While there are obvious advantages to
the data provided by observational studies, there
are also a number of drawbacks that arise from the
necessity of having a heterogeneous, all-comer study
population; these include, but are not limited to, nonstandardization of laboratory tests, treatment dose
and number of injections, missing parameters (e.g.
mid-parental height, target height, birth weight),
and variation in local practices when studies are
multinational.
The aim of this analysis of data, collected from two
large ongoing observational outcome studies, was to
evaluate growth and insulin-like growth factor-I (IGFI) response data for children of short stature with
IGHD, MPHD, SGA, or ISS following two years of
treatment with the recombinant GH product NorditropinW (Novo Nordisk A/S, Bagsværd, Denmark). A secondary focus was to assess the impact of GH therapy
in pre-pubertal children compared with the total
patient population within each of the indications
investigated.
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Methods
Data for this analysis were obtained from the NordiNetW
International Outcome Study (IOS; NCT00960128)
launched in 2006 and ongoing in 19 countries (Czech Republic, Denmark, Finland, France, Germany, Hungary,
Ireland, Israel, Italy, Lithuania, Montenegro, Netherlands,
Norway, Russia, Serbia, Slovenia, Sweden, Switzerland,
UK), and from the US observational study NovoNetW/
American NorditropinW Studies: Web-enabled Research
(ANSWER) ProgramW (NCT01009905), which began in
2002 and is also ongoing. The IOS and the ANSWER
ProgramW use a similar electronic platform, NordiNetW/
NovoNetW, to collect and manage data about the effectiveness and safety of NorditropinW in normal clinical
practice. Physicians enter data on patient history, physical examinations, and treatment regimens using the
web-based NordiNetW/NovoNetW tool.
The use of NorditropinW for patients included in these
large observational studies is at the discretion of the participating physicians as part of their routine clinical
practice. Both observational studies are operated in accordance with the Declaration of Helsinki and with the
approval of local institutional review boards.
Data are anonymized in the two observational studies.
For all patients, physicians measure a number of variables at the initial visit according to their standard medical practice, including baseline height, weight, bone age,
Tanner stage or testicular volume, maximum stimulated
serum GH concentration, and serum IGF-I concentrations. At follow-up visits, data gathered include GH dose
and injection frequency, height, weight, Tanner stage or
testicular volume, and IGF-I levels, among other
variables.
For this analysis, only patients aged <18 years with
data collected at baseline AND at both one and two year
follow-up visits (±3 months) were included. Data were
divided by indication based on investigators’ clinical
diagnosis (IGHD, MPHD, SGA, and ISS), gender, and
pubertal status. Patients with IGHD were used as the
reference group because this population represents the
optimal indication for replacement GH treatment, where
it is unlikely that other hormone deficiencies act as confounders for outcomes; in addition, there exists a large
quantity of efficacy and safety data for GH treatment in
IGHD. For this study, the pre-pubertal population group
was defined using descriptions of clinical puberty symptoms: girls had Tanner stage 1 breast development, while
boys had a testicular volume <4 mL. Children were
identified as pre-pubertal when they remained at this
stage of development for the entire two-year follow-up
period. To be identified as pre-pubertal when information on pubertal status was lacking, girls had to be no
more than 6 years of age, while boys had to be no more
than 7 years old at the start of the observational period;

Lee et al. International Journal of Pediatric Endocrinology 2012, 2012:22
http://www.ijpeonline.com/content/2012/1/22

this ensured that patients with missing information were
unlikely to start puberty during the observational period,
because mean age −2 SD at start of puberty in the
observed patient population was ~8 years for girls and
~9 years for boys.
For all patients included in this analysis, height SDS at
baseline and change in height SDS at two years were calculated. For patients in the NovoNetW/ANSWER ProgramW study, height SDS was determined according to
standard formulas provided by the Center for Disease
Control and Prevention [17], and for patients in the
NordiNetW IOS study by the corresponding country
references. Bone age was determined manually or with
the automatic software application BoneXpertW, which is
included in the NordiNetW, but not in the NovoNetW
system. When laboratory IGF-I measurements were
available, IGF-I SDS values were calculated according to
established age- and sex-specific reference values and
models [18] without adjustments for local differences in
laboratory procedures or possible variations in IGF-I
levels.
Statistical analysis

Descriptive statistics and a simple analysis of variance
(ANOVA) model were used to analyze combined patient
data from the NordiNetW IOS and the NovoNetW/ANSWER ProgramW. Variables examined included change
in height SDS and change in IGF-I SDS. Analyses were
made both on the total population and on the subpopulation of pre-pubertal patients within each indication. No adjustment for multiplicity of testing was done.
Differences were regarded as statistically significant if
the p-value was <0.05. All analyses were performed with
SAS software, version 9.1 (SAS Institute Inc., Cary, NC,
USA).

Results
Baseline characteristics

NordiNetW IOS and NovoNetW/ANSWER ProgramW
have yielded data on >11,000 and >11,500 NorditropinWtreated patients, respectively, most of whom were children
with a variety of diagnoses, treated for short stature. For
this analysis, 4,582 pediatric patients (i.e. the total population in this analysis) with the following indications and
with two years of follow-up data were identified in the
databases: IGHD, n = 3,298; SGA, n = 678; ISS, n = 334;
and MPHD, n = 272. Mean age at treatment start was
10.2, 7.9, 10.9, and 7.9 years for IGHD, SGA, ISS, and
MPHD, respectively (Table 1). Children born SGA had the
lowest baseline height SDS of −3.1. Mean bone age was
delayed relative to chronological age across all indications,
ranging from −1.6 to −1.8 years. With the exception of
children born SGA who had a mean IGF-I SDS of −0.7,
mean values for IGF-I SDS were below −1.5 SDS for all
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indications at baseline. Mean GH doses by indication
ranged from 0.036 (MPHD) to 0.049 (ISS) mg/kg/day
(Table 1).
The percentage of pre-pubertal children in each indication group varied: ISS, 23%; IGHD, 34%; MPHD, 61%;
and SGA, 64%. In comparison with the total population,
the mean height SDS was lower for pre-pubertal children, although mean IGF-I SDS was higher in this
group.
Change in height

In the total patient population, the mean change in
height SDS at one year for all indications was +0.57 SDS
or higher, except among children with ISS (+0.49 SDS;
Figure 1). At one year, children with MPHD and children born SGA, responded with height SDS of +0.67
and +0.64, respectively; these height gains were +0.10
and +0.07 SDS greater than in children with IGHD
(p = 0.001 for both). In contrast, height gain at one year
with GH treatment in ISS was −0.08 SDS lower than
that in IGHD (p = 0.005).
At two years of GH treatment, mean change in height
from baseline was +0.99 vs. +0.97 SDS for patients with
MPHD and IGHD, respectively, but was +1.03 SDS for
patients born SGA (p = 0.047 vs. IGHD) and +0.84 for
patients with ISS (p < 0.001 vs. IGHD). Normal height
for age and gender (within ±2 SDS) was reached in 78%
(IGHD), 45% (SGA), 76% (ISS), and 79% (MPHD) of
children. Across all indications, 73% of patients reached
normal height after two years of treatment.
In pre-pubertal children, the gains in height SDS at
one year, and two years, were higher than in the total
population (Figure 1). Among pre-pubertal children at
one year, gain in height SDS did not differ significantly
between IGHD and any other indication. At two years,
the gain in height was above +1 SDS for all indications
and comparable, except for in ISS compared with in
IGHD (+1.04 vs. +1.24 SDS, p = 0.03) (Figure 1). Normal
height was reached in 73% (IGHD), 46% (SGA), 72%
(ISS), and 75% (MPHD) of children at two years in the
pre-pubertal population.
Change in IGF-I SDS

The mean change in IGF-I SDS for the total population
was greater than +2 SDS after one and two years of GH
treatment in all indications, except in children born
SGA at one year (Figure 2). Mean values stayed within
the reference range (±2 SDS) throughout the study. At
two years, mean IGF-I SDS was 0.80 (IGHD), 1.15
(SGA), 1.06 (ISS), and 0.58 (MPHD). At one and two
years of treatment, children born SGA had a significantly lower IGF-I increase than children with IGHD
(+1.80 vs. +2.36 SDS, and +2.00 vs. +2.57 SDS, respectively, p < 0.001).

Children with IGHD
Total N (pre-pubertal % of
total indication)

Children born SGA

Children with ISS

Children with MPHD

Total

Pre-pubertal

Total

Pre-pubertal

Total

Pre-pubertal

Total

Pre-pubertal

3,298

1,120 (34%)

678

434 (64%)

334

76 (23%)

272

165 (61%)

Male gender, N (%)

2,444 (74%)

778 (70%)

396 (58%)

274 (63%)

240 (72%)

59 (78%)

171 (63%)

106 (64%)

Mean chronological
age ± SD (years)

10.2 ± 3.6

6.5 ± 2.8

7.9 ± 3.2

6.1 ± 2.1

10.9 ± 2.9

7.1 ± 2.3

7.9 ± 4.9

4.8 ± 3.5

Mean height SDS ± SD

−2.3 ± 1.0

−2.7 ± 1.0

−3.1 ± 0.9

−3.3 ± 0.9

−2.3 ± 0.8

−2.6 ± 0.9

−2.0 ± 1.5

−2.3 ± 1.6

Mean bone age delay from
chronological age ± SD
(years) [N]

−1.8 ± 1.4 [2,419]

−1.9 ± 1.3 [703]

−1.6 ± 1.4 [430]

−1.6 ± 1.2 [266]

−1.7 ± 1.5 [294]

−1.9 ± 1.4 [65]

−1.7 ± 1.8 [137]

−1.3 ± 1.7 [63]

Mean IGF-I SDS ± SD [N]

−1.8 ± 1.7 [2,784]

−1.4 ± 1.4 [890]

−0.7 ± 1.6 [434]

−0.5 ± 1.4 [276]

−1.6 ± 1.7 [308]

−1.2 ± 1.4 [66]

−1.9 ± 2.2 [222]

−1.4 ± 1.9 [133]

Mean GH dose during two-year
treatment period ± SD
(mg/kg/day) [N]

0.042 ± 0.013 [3,272]

0.038 ± 0.011 [1,110]

0.042 ± 0.013 [678]

0.041 ± 0.013 [434]

0.049 ± 0.012 [334]

0.046 ± 0.011 [76]

0.036 ± 0.013 [268]

0.035 ± 0.011 [163]
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Table 1 Baseline characteristics and mean GH dose during two-year treatment period for total and pre-pubertal patient population by indication
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Figure 1 Mean height SDS at baseline, one year and two years and change in height SDS at one year and two years by indication.

In the pre-pubertal population, the change in IGF-I
only exceeded +2 SDS for ISS at 1 year (Figure 2). Between indications, no significant differences were
observed in change in IGF-I SDS after either one or two
years of GH treatment. Mean values for IGF-I SDS in
pre-pubertal children were within the reference range for
the two-year period, as in the total patient populations

(Figure 2). At two years, mean IGF-I SDS was 0.45
(IGHD), 1.13 (SGA), 0.61 (ISS), and 0.65 (MPHD).

Discussion
This analysis of international data from two large ongoing observational studies (NordiNetW IOS and NovoNetW/ANSWER ProgramW) is, to our knowledge, the

Figure 2 Mean IGF-I SDS at baseline, one year and two years by indication.
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first to compare growth and IGF-I response rates between children with IGHD and children with MPHD,
SGA, and ISS treated with GH. In the total patient
population, the two-year change in height SDS was approximately +1 SDS for each indication investigated.
While the positive treatment responses for children with
MPHD and children born SGA exceeded the change in
height for children with IGHD at one year, only children
born SGA had a higher response compared with IGHD
after two years; these results are similar to those from
other studies comparing outcomes with GH treatment
in these indications [5,13,19]. It should be noted that although height change was expressed in SDS, which is
generally considered more robust across gender and age
than using change in cm, change in height SDS is not
completely age-independent, because less variation is
observed in height SD in younger vs. older ages [20].
This may, to a small degree, contribute to our finding
that children with MPHD and those born SGA who
were considerably younger at GH treatment start (mean
7.9 years) had a better growth response compared with
IGHD (mean age of 10.2 years at treatment start). However, a positive effect of early age for growth hormone
response is suggested as reported by others [5,13,19,2125]. Among pre-pubertal children, where the differences
in age were less, children with MPHD and children born
SGA showed no significant difference in height gain
compared with IGHD.
After two years of GH treatment, more than 75% of
children with IGHD, MPHD, and ISS reached their normal height range (above −2 SDS). In contrast, although
children born SGA experienced the highest growth response, only 45% reached normal height because their
baseline height was considerably lower than any other
group. The severe short stature of children born SGA
observed in this study can be partially explained by the
labeling in Europe, where patients must be below −2.5
SDS before treatment is initiated, and in France, where
medical reimbursement is possible only if children born
SGA are less than or equal to −3 SDS at treatment start.
Pre-pubertal children born SGA had the smallest increase in IGF-I SDS of all pre-pubertal indications, but
had the highest baseline levels. A positive correlation
has been proposed between increasing IGF-I levels and
height increase in pre-pubertal children [26]. The results
of our study appear to lend some support to this hypothesis, because pre-pubertal children in all other indications than ISS had comparable increases in IGF-SDS and
height SDS.
The smallest two-year height SDS increase occurred in
children with ISS (+0.84 SDS), which was significantly
lower compared with IGHD. Several factors could have
influenced the lower height increase seen in children
with ISS: (a) age, the children with ISS in this study had
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a higher mean age at the start of GH treatment compared with the other indications investigated. Other
studies have shown higher age at treatment initiation to
be negatively associated with growth in children receiving GH, including ISS [16,21]; (b) pubertal status, the
ISS group had the lowest percentage of pre-pubertal
children (23%) (see later for discussion); (c) the variable
etiology of the disease, because the diagnosis of ISS is
based upon short stature due to a variety of unknown
causes [27]. In our analysis, among the four indications,
children with ISS had the highest mean age in the prepubertal subgroup (7.1 years at baseline) and a male
gender dominance (78%), with bone age less or equally
delayed in ISS compared with the three other indications
studied (Table 1), which could suggest an underlying disorder of constitutional growth delay; d) lastly, in the
total population, in spite of a higher GH dose given in
ISS, the two-year IGF-I change was comparable between
ISS and IGHD, while height gain was less in ISS. At
baseline, IGF-I deficiency was less in ISS than in IGHD.
These facts suggest some degree of GH or IGF-I insensitivity in ISS compared with IGHD, possibly influenced
by differences in underlying disease nature, age, gender,
and/or pubertal stage. Other studies support a degree of
insensitivity to IGF-I in children with ISS [15,28], with
the wide range of growth responses to GH in this patient
population being consistent with the broad spectrum of
genetic and molecular defects that result in IGF-I insensitivity [27].
Few other studies have compared the growth and/or
IGF-I response to GH treatment between GHD and ISS.
In a two-year, open-label trial, 63 children with GHD
and 102 children with ISS were randomized to receive
GH therapy based on an IGF-I target of 0 SDS, +2 SDS,
or a dosing corresponding to the patient’s weight [15].
Children with GHD grew more than those with ISS in
both IGF-targeted dosage groups despite having similar
IGF-I levels. In the +2 SDS target group, the mean
(±SD) change in height SDS for children with GHD was
2.04 (±0.17) compared with 1.33 (±0.09) for children
with ISS. In the 0 SDS target group, the change in
heights SDS results were 1.41 (±0.13) and 0.84 (±0.07),
respectively. The results of a smaller clinical study comparing GHD with ISS were similar [16]. In spite of the
real-life, heterogeneous nature of the observational studies reported here, our finding was consistent with a
reduced growth response in ISS. However, all indications
in this analysis surpassed the one-year response threshold for GH efficacy, which is generally considered to be
approximately +0.25–0.5 SDS for change in height
[2,22,29], thus demonstrating the ability of GH to stimulate linear growth regardless of indication.
For children with a variety of short stature indications,
the height SDS at the onset of puberty correlates
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strongly with final adult height [9,10,13,21,23,24,27,30].
Correlations with adult height were not examined in this
analysis, but pubertal status was found to have a marked
influence on growth by both one and two years of treatment. In pre-pubertal children of all indication groups
the change in height SDS was greater than in the total
population, consistent with the preliminary two-year
findings from the NovoNetW/ANSWER ProgramW [19],
whose entirely US patient population overlapped with
US patients included in this study when two-year growth
data were available.
Further long-term follow-up with adult height data is
needed to be able to describe fully the benefits of starting GH treatment early, especially in real-life situations,
although long-term safety data on modern growth hormone therapy are generally reassuring [31]. To provide
high-quality long term data, it is important to monitor
the outcome of the populations in large observational studies, such as NordiNetW IOS and NovoNetW/
ANSWER ProgramW, to assess the effectiveness and
safety of GH therapy in children, especially in non-GHD
indications.
Examining data from clinical practice contained in
large observational studies like NordiNetW IOS and
NovoNetW/ANSWER ProgramW can provide insights
into optimal treatments in actual clinical practice, such
as the desirability of starting growth hormone therapy
before puberty observed in this study. It must, however,
be considered that the differences in patient populations,
diagnostic and treatment practices between countries
represented in this large combined database may influence the outcome of any analysis. In particular, the
results for IGF-I shown here should be treated with caution due to the lack of information on assay and control
over local laboratory measurements and possible differences in normal IGF-I levels within the international patient cohort. Furthermore, although only a small
variation was observed in mean GH dose in the total
population across indications and also between the total
population and pre-pubertal groups, it should be noted
that dose recommendations for these indications vary
from country to country and, indeed, even withincountry variation in prescribing habits is likely. Lastly,
selection bias from the entire cohort of children receiving GH treatment for any of the four indications studied
could not be excluded; for example, drop outs could not
be systematically analyzed.

Conclusion
After two years of GH treatment, short children born
SGA showed a greater height response than children
with IGHD and MPHD (who experienced comparable
growth responses), while children with ISS had a slightly
lower response, possibly owing to confounders and/or
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differences in disease nature. Despite showing the greatest SDS height response, a lower number of SGA children reached a normal height range (above −2 SDS for
mean) at the end of the two-year period due to their low
baseline height. More than 75% of children with IGHD,
ISS, and MPHD achieved a normal height range after
two years of treatment. Beginning treatment at least two
years before the onset of puberty was associated with an
improved height gain, which suggests that GH treatment
should start well in advance of puberty to optimize
height growth outcomes.
Competing interest
Viatcheslav Rakov is a former employee of Novo Nordisk Health Care AG.
Birgitte Tønnes Pedersen is an employee of Novo Nordisk A/S.
Peter A. Lee has participated in data collection for patient registries, with
research support from Novo Nordisk, Pfizer, Ipsen, and Eli Lilly, and has
served as a consultant for Novo Nordisk and Ipsen.
Judith Ross has participated in data collection for patient registries, with
research support from Novo Nordisk, Pfizer, and Eli Lilly, and has served as a
consultant for Novo Nordisk, Eli Lilly, and Abbot.
Peter A. Lee, Lars Sävendahl, Isabelle Oliver, Oliver Blankenstein, Judith Ross,
Marta Snajderova and Henrik Thybo Christesen are members of the
NordiNetW International Outcome Study International Study Committee.
Maithé Tauber is a NordinetW International Outcome Study investigator.
Investigators received financial compensation from Novo Nordisk for time
spent entering data on the electronic study forms.
Authors’ contribution
PAL-Involved in assessment of database, deciding what factors would be
analyzed, evaluating the assessment, and writing and revising the
manuscript after review of previous related publications, LS- Involved in
collecting data and assessment of database, deciding what factors would be
analyzed, evaluating the assessment, and writing the manuscript, IOInvolved in collecting data and assessment of database, deciding what
factors would be analyzed, evaluating the assessment, and writing the
manuscript, MT- Involved in collecting data and assessment of database,
deciding what factors would be analyzed, evaluating the assessment, and
writing the manuscript, OB- Involved in collecting data and assessment of
database, deciding what factors would be analyzed, evaluating the
assessment, and writing the manuscript, JR- Involved in assessment of
database, deciding what factors would be analyzed, evaluating the
assessment, and writing the manuscript, MS- Involved in collecting data and
assessment of database, deciding what factors would be analyzed,
evaluating the assessment, and writing the manuscript, VR-Directed the
project and oversaw the data analysis and intrepretation, BTP-Analyses of the
data, including assessment of adequacy and statistics. HTC- Involved in
collecting data and assessment of database, deciding what factors would be
analyzed, evaluating the assessment, and writing the manuscript. All authors
read and approved the final manuscript.
Funding source
This study was funded by Novo Nordisk Health Care AG.
Acknowledgements
The authors wrote this paper on behalf of the NordiNetW IOS International
Study Committee. The authors are grateful to Peter Budka and Michael
Maddalena (Watermeadow Medical, Witney, UK) for writing assistance,
supported by Novo Nordisk Health Care AG. The authors are grateful to all
physicians and study sites who participated in the study.
Author details
1
Penn State College of Medicine, The Milton S. Hershey Medical Center, PO
Box 850, Hershey, PA 17033-0850, USA. 2Division of Pediatric Endocrinology,
Department of Women’s and Children´s Health, Karolinska Institutet,
Stockholm, Sweden. 3Division of Pediatric Endocrinology, Hôpital des Enfants,
Toulouse, France. 4Department of Pediatric Endocrinology,
Charité-Universitätsmedizin Berlin, Berlin, Germany. 5Department of Pediatrics,

Lee et al. International Journal of Pediatric Endocrinology 2012, 2012:22
http://www.ijpeonline.com/content/2012/1/22

Thomas Jefferson University, Philadelphia, PA, USA. 6Department of
Pediatrics, 2nd Medical School - Charles University and University Hospital
Motol, Prague, Czech Republic. 7Novo Nordisk Health Care AG, Zurich,
Switzerland. 8Novo Nordisk A/S, Søborg, Denmark. 9H.C. Andersen Children’s
Hospital, Odense University Hospital, Odense, Denmark.
Received: 8 May 2012 Accepted: 23 June 2012
Published: 12 July 2012
References
1. Gharib H, Cook DM, Saenger PH, et al: American Association of Clinical
Endocrinologists medical guidelines for clinical practice for growth
hormone use in adults and children – 2003 update. Endocr Pract 2003,
9(1):64–76.
2. Cohen P, Rogol AD, Deal CL, et al: Consensus statement on the diagnosis
and treatment of children with idiopathic short stature: a summary of
the Growth Hormone Research Society, the Lawson Wilkins Pediatric
Endocrine Society, and the European Society for Paediatric
Endocrinology Workshop. J Clin Endocrinol Metab 2008, 93(11):4210–4217.
3. Carel JC, Ecosse E, Nicolino M, et al: Adult height after long term
treatment with recombinant growth hormone for idiopathic isolated
growth hormone deficiency: observational follow up study of the French
population based registry. Br Med J 2002, 325(7355):70.
4. Takeda A, Cooper K, Bird A, et al: Recombinant human growth hormone
for the treatment of growth disorders in children: a systematic review
and economic evaluation. Health Technol Assess 2010, 14(42):1–209. iii–iv.
5. Maghnie M, Ambrosini L, Cappa M, et al: Adult height in patients with
permanent growth hormone deficiency with and without multiple
pituitary hormone deficiencies. J Clin Endocrinol Metab 2006,
91(8):2900–2905.
6. Bannink E, Djurhuus CB, Christensen T, et al: Adult height and healthrelated quality of life after growth hormone therapy in small for
gestational age subjects. J Med Econ 2010, 13(2):221–227.
7. Bryant J, Baxter L, Cave CB, Milne R: Recombinant growth hormone for
idiopathic short stature in children and adolescents. Cochrane Database
Syst Rev 2007, 18(3):CD004440.
8. Albertsson-Wikland K, Aronson AS, Gustafsson J, et al: Dose-dependent
effect of growth hormone on final height in children with short stature
without growth hormone deficiency. J Clin Endocrinol Metab 2008, 93
(11):4342–4350.
9. Dahlgren J, Wikland KA, Swedish Study Group for Growth Hormone
Treatment: Final height in short children born small for gestational age
treated with growth hormone. Pediatr Res 2005, 57(2):216–222.
10. Thomas M, Massa G, Bourguignon JP, et al: Final height in children with
idiopathic growth hormone deficiency treated with recombinant human
growth hormone: the Belgian experience. Horm Res 2001, 55(2):88–94.
11. Maiorana A, Cianfarani S: Impact of growth hormone therapy on adult
height of children born small for gestational age. Pediatrics 2009,
124(3):e519–e531.
12. Van Pareren Y, Mulder P, Houdijk M, et al: Adult height after long-term,
continuous growth hormone (GH) treatment in short children born small
for gestational age: results of a randomized, double-blind, dose–
response GH trial. J Clin Endocrinol Metab 2003, 88(8):3584–3590.
13. Reiter EO, Price DA, Wilton P, et al: Effect of growth hormone (GH)
treatment on the near-final height of 1258 patients with idiopathic GH
deficiency: analysis of a large international database. J Clin Endocrinol
Metab 2006, 91(6):2047–2054.
14. Rappaport R, Mugnier E, Limoni C, French Serono Study Group, et al: A 5year prospective study of growth hormone (GH)-deficient children
treated with GH before the age of 3 years. J Clin Endocrinol Metab 1997,
82(2):452–456.
15. Cohen P, Germak J, Rogol AD, et al: Variable degree of growth hormone
(GH) and insulin-like growth factor (IGF) sensitivity in children with
idiopathic short stature compared with GH-deficient patients: evidence
from an IGF-based dosing study of short children. J Clin Endocrinol Metab
2010, 95(5):2089–2098.
16. Högler W, Briody J, Moore B, et al: Effect of growth hormone therapy and
puberty on bone and body composition in children with idiopathic
short stature and growth hormone deficiency. Bone 2005, 37(5):642–650.

Page 8 of 8

17. Centers for Disease Control and Prevention: Percentile data files with LMS
values. http://www.cdc.gov/growthcharts/percentile_data_files.htm.
Accessed 16 December 2010.
18. Brabant G, von zur Mühlen A, Wüster C, et al: Serum insulin-like growth
factor I reference values for an automated chemiluminescence
immunoassay system: results from a multicenter study. Horm Res 2003,
60(2):53–60.
19. Ross J, Lee PA, Gut R, Germak J: Factors influencing the one- and two-year
growth response in children treated with growth hormone: analysis
from an observational study. Int J Pediatr Endocrinol. 2010, 2010:494656.
20. Bakker B, Frane J, Anhalt H, et al: Height velocity targets from the national
cooperative growth study for first-year growth hormone responses in
short children. J Clin Endocrinol Metab 2008, 93(2):352–357.
21. Ranke MB, Lindberg A, Price DA, et al: Age at growth hormone therapy
start and first-year responsiveness to growth hormone are major
determinants of height outcome in idiopathic short stature. Horm Res
2007, 68(2):53–62.
22. Clayton PE, Cianfarani S, Czernichow P, et al: Management of the child
born small for gestational age through to adulthood: a consensus
statement of the International Societies of Pediatric Endocrinology and
the Growth Hormone Research Society. J Clin Endocrinol Metab 2007,
92(3):804–810.
23. Ranke MB, Lindberg A, Ferrández Longás A, et al: Major determinants of
height development in Turner syndrome (TS) patients treated with GH:
analysis of 987 patients from KIGS. Pediatr Res 2007, 61(1):105–110.
24. de Ridder MA, Stijnen T, Hokken-Koelega AC: Prediction model for adult
height of small for gestational age children at the start of growth
hormone treatment. J Clin Endocrinol Metab 2008, 93(2):477–483.
25. Soriano-Guillen L, Coste J, Ecosse E, et al: Adult height and pubertal
growth in Turner syndrome after treatment with recombinant growth
hormone. J Clin Endocrinol Metab 2005, 90(9):5197–5204.
26. Cohen P, Rogol AD, Howard CP, et al: Insulin growth factor-based dosing
of growth hormone therapy in children: a randomized, controlled study.
J Clin Endocrinol Metab 2007, 92(7):2480–2486.
27. Wit JM, Clayton PE, Rogol AD, et al: Idiopathic short stature: definition,
epidemiology, and diagnostic evaluation. Growth Horm IGF Res 2008,
18(2):89–110.
28. Bang P: Principles of growth hormone and insulin-like growth factor-I
treatment in children with idiopathic short stature. Horm Res Paediatr
2011, 76(Suppl 3):24–26.
29. Wilson TA, Rose SR, Cohen P, et al: Update of guidelines for the use of
growth hormone in children: the Lawson Wilkins Pediatric
Endocrinology Society Drug and Therapeutics Committee. J Pediatr 2003,
143(4):415–421.
30. Romano AA, Dana K, Bakker B, et al: Growth response, near-adult height,
and patterns of growth and puberty in patients with noonan syndrome
treated with growth hormone. J Clin Endocrinol Metab 2009, 94(7):2338–
2344.
31. Bell J, Parker KL, Swinford RD, et al: Long-term safety of recombinant
human growth hormone in children. J Clin Endocrinol Metab 2010,
95(1):167–177.
doi:10.1186/1687-9856-2012-22
Cite this article as: Lee et al.: Comparison of response to 2-years’ growth
hormone treatment in children with isolated growth hormone
deficiency, born small for gestational age, idiopathic short stature, or
multiple pituitary hormone deficiency: combined results from two large
observational studies. International Journal of Pediatric Endocrinology 2012
2012:22.

